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under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments): 



| x| the international application as originally filed. 

| X| the description, pages 1-74 t as originally filed. 



pages NONE 
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pages 



| x| the claims, 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



1-38 
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NONE 



NONE 



| x| me drawings, sheets#+g 1-1 1 
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sheets/6g NONE 
sheets/ftg 



filed with the demand, 
filed with the letter of. 
filed with the letter of 



as originally filed. 

as amended under Article 19. 
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filed with the letter of 

filed with the letter of 



, as originally filed. 
, filed with the demand. 
, filed with the letter of . 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

| x| the description, pages NONE 

| x| the claims. 



3. 



□ 



Nos. 



NONE 



|~xj the drawings, sheets/ftg NONE 



This report has been established as if (some of) the amendments had not been made, since they have been considered 
to go beyond the disclosure as filed, as indicated in the Supplemental Box Additional observations below (Rule 70.2(c)). 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. STATEMENT 






Novelty (N) 


Claims 1-31,34-38 


YES 


Claims 32, 33 


NO 


Inventive Step (IS) 


Claims NONE 


YES 


Claims 1-38 


NO 



Industrial Applicability (IA) Claims K?8 YES 

Claims NONE NO 



2. CITATIONS AND EXPLANATIONS 

Claim 32 lacks novelty under PCT Article 33(2) as being anticipated by Ramanathan et al. who teach monoclonal antibodies 
that bind to human IL-4 and neutralize biological activity. 

Claims 32-33 lack novelty under PCT Article 33(2) as being anticipated by Kaneko et al. who teach neutralizing monoclonal 
antibodies specific for human IL-4 which have a binding affinity of equal to or less than 2 x 1C 10 M. 



Claims 1-30 and 33-38 lack an inventive step under PCT Article 33(3) as being obvious over Queen et al. in view of 
Abrams et al. or Kaneko el al., or Ramanathan et al. or Chretien et al. 

Queen et al. leach that methods for cloning the genes encoding antibodies, methods for the production of nucleic 
acid constructs encoding CDR-grafted antibodies, and methods for the production of host cells expressing said constructs 
were well known in the art at the time of applicant's invention. 

Ramanathan et al., Kaneko el al., Abrams et al. and Chretien et al. each teach methods for producing monoclonal 
antibodies thai bind to and inhibit human IL-4 and leach that anti-lL-4 monoclonal antibodies are potentially useful for in 
vivo human Iherapy and for diagnostic immunoassays. (Continued on Supplemental Sheet.) 
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Continuation of: Boxes 1 - Vlll 



CLASSIFICATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(6): C07K 16/24, 16/46, 17/02; C07H 15/12; G01N 33/53; C12P 21/08; C12N 5/10, 5/20, 15/13; A61K 
39/395 and US CI.: 530/387.3, 388.25, 391.1; 536/23.53; 435/7.1, 70.21, 172.2, 240.2, 240.27. 320.1; 
424/133.1, 134.1, 145.1 

V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

It would have been obvious to one of ordinary skill in the art at the time of applicant's invention to 
produce hybridomas secreting neutralizing anti-IL-4 monoclonal antibodies according to the methods taught by 
Ramanathan et al., Kaneko et al., Abrams et al. and Chretien et al. One would have expected to obtain cell lines 
producing antibodies with dissociation constants of 2 x 10 10 or less in view of the fact that antibodies having 
dissociation constants in this range were routinely isolated by standard hybridoma techniques. Having obtained 
hybridomas producing anti-IL4 neutralizing antibodies it would have been obvious to use the hybridomas as the 
starting materials in the methods taught by Queen in order to produce nucleic acid constructs encoding fusion 
proteins which are CDR-grafted antibodies. It would have been obvious to introduce the constructs so-obtained 
into suitable hosts for expression. One would have been motivated to produce the claimed inventions in view of 
the art-recognized advantages of humanized antibodies for jn vivo therapeutic use and in view of the art- 
recognized potential usefulness of anti-IL4 monoclonal antibodies for in vivo human therapy. The claimed fusion 
proteins, nucleic acids, recombinant plasmids and hosts, antibodies and hybridomas and methods of producing 
and using antibodies do not appear to differ in any unobvious or unexpected manner from those that one of 
ordinary skill in the art would have expected to obtain in view of the cited references. It would have been 
obvious to use anti-IL4 antibodies in immunoassays in view of the combined teachings of the cited references. 

Claim 31 lacks an inventive step under PCT Article 33(3) as being obvious over Abe et al. in view of Abrams et 
al. or Kaneko et al., or Ramanathan et al. or Chretien et al. 

Abe et al. teach a method for the production of high affinity monoclonal antibodies. It would have been 
obvious to use a method such as that taught by Abe et al. in order to produce and select for high affinity 
antibodies having specificity for IL-4. One of ordinary skill would have been motivated to do so in order to 
obtain the art-recognized advantages of high-affinity antibodies in the analytical and therapeutic applications for 
which anti-IL4 antibodies were taught to be useful by Abrams et al., Kaneko et al., Ramanathan et al. and 
Chretien et al. 



NEW CITATIONS 



NONE 
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ENTIRE DOCUMENT. 
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WO, A, 91/09059 (RAMANATHAN ET AL.) 27 JUNE 1991, 
SEE ENTIRE DOCUMENT. 
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cited to establish the publication date of another citation or other 
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relevance; the claimed invention cannot be 
be considered to involve an inventive step 



^Animmt referring to an oral disclosure, use, exhibition or other 

document published prior to the mteroational filing date but later than 

the priority date churned 



later document published after the 
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principle or theory underlying: the ' 
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when the document is 



document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document number of the same patent family 
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Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



JOURNAL OF IMMUNOLOGICAL METHODS, VOLUME 117, 
ISSUED 1989, CHRETIEN ET AL., "DEVELOPMENT OF 
POLYCLONAL AND MONOCLONAL ANTIBODIES FOR 
IMMUNOASSAY AND NEUTRALIZATION OF HUMAN 
INTERLEUKIN-4 " , PAGES 67-81, SEE ENTIRE DOCUMENT. 

HYBRIDOMA, VOLUME 12, NUMBER 4, ISSUED AUGUST 
1993, ABE ET AL., "NOVEL IMMUNIZATION PROTOCOL 
AND ELISA SCREENING METHODS USED TO OBTAIN 
AND CHARACTERIZE MONOCLONAL ANTIBODIES 
SPECIFIC FOR HUMAN LIGHT CHAIN VARIABLE-REGION 
SUBGROUPS", PAGES 475-483, SEE ENTIRE DOCUMENT. 
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until the publication of the mention of the grant of the patent or until the date on which the application 
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requesting the sample. 
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